DEPHRTMENT(E*HEALTH EDUCATIC
; ’ - PUBLIC LTI SEaVICE
: ] HEALTH SERVICES AND MENTAL HEALTII ADMINISTRATIO:

T T A PR o

}
S i+
T TO " Director, CD2 PATE: yovember 21, laj2
i FROM : Chief, VD Branch
1
_ SURJECT:  Requests for Information Pertaining to the "Tuskegee Study" by
; the Ad Hoc Advisory Panel
L. The Tuskegee Syphilis Study Ad Hoc Advisory Panel has requested
., , information from the Center for Disease Control pertaining to the
; ’ following points: .
| o 5 :
i Ao The results expected from the study;
: B. The results obtained from the study;
£ 4
. C. A review of the knowledge of syphilis as it existed in
: -
& = 1932
T i
1
i i
: vezard
y and the pote N
. viewed from T L 7E . : 2 3
; we have b&:n in a quandry: The knowledpe of syphilis in 1932
= was extensive, and was sufficient to £i1l several large medical
i textbooks devoted solely to syphilis. {Ap 2ecmpise of one is
S | Stokes, John H., ¢f. al., Modern Clinieccl Suphilology. P
* Pa.: W. B, 2aunders Co., Second Fdition,
; the Panel could obtain specific queaticns
T might desire, we ¢ sect
: appaared in a well ki and wlucly used
e Cecil, Russeall L. (ed.}: A Pextboor
- Pa.: W, B. Baunders Co., 1931, pp.
) 3 be sufficient to provide the Panel wit
& . - r b " el
knowledge existing in the 20's which me
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SECTION I: RESULTS EXPECTED FROM TUSKEGEE STUDY AS OF 1830's

Letter From 1ida J, Usilton, ScD. Member, VD Program, USPHS, 1930-32

In 1929 the “dea was conceived of making a serological survey of the
Negroes of the rural south for the purpose of demonstrvating the Lreva-
lence of svprilis in this racial group and fo determine whether or not
treatment for sypnilis might be applied under conditions .met with in
the various communities, ...

Another question which was of ereat importance in the treatment of
syphilis in 2 yurs i the ascertainment of the correct
relation which a svp program should have to the general
health program in the . ta The various demonstrations have
shown that the most practicable administration of syphilis control
can take place only when it is inte egrated with a general health
program and, if reasonable success is to be hoped for, a well
organized county health unit should exist in the community in which
it is to be undertaken.

Before the projects were bcgun, it was hoped that the amenability of
syphilis to control by this method would be demonstrated, that the
efficacy of the treatment scheme could e shown and :hat possibly
the direct and indirect effects of syphilis in the morbidity and
mertality rates in the ulation might be measured. An
evaluation of results obt i of
necessity an extremely DI derable
expenditure for szocial work would be ruqulred and it is ‘ful wha:hef
an accurate nate could be arrived at In less than ten vears since
the tendency of the disease to become iatent and remain quiescent for
long periods of time works against a rapid sunm ing up of results.
Indeed, at the present stage of our epidemiological kneowle :dge of
syphilis, it is not known just how and at what stage the disease is
spread. 1Most sbservers feel that syphilis is usually transmitted

in ite early stage either from open lesions on the external genitalia .
or from secretions of the inner genital tract., During the later '
course of the marked process open lesions are rarer and when Dresen+
seldom present the causative organism. It has been assumed also tha
secretions from the inner genital tract are also non-infectious 4ur*ng
this period, but this acsumption has not been proven abseclutely, and
recent experimental investigations on the morphology of the spirochete
suggest that the organism m bresent and may be transmitted even in
latent and late svrphilis., Be of this, some say to treat only eariy
cauges. A pausity of funds uiehr justify such a course; but it is chvious
that until more thorough knowledge of the epideniology of this disecase is
at hand, no program may be regarded as thorough unless it includes plans
to EXL&W@ treatuent to evéryone who may be infected regardless of the
stage of the disease
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_this race. A county in a state of the

A determination of the effectiveness of treatment in nreventing the
transmission of syphilis is one of the basic problems in the control of
this disease. Second in importance to it, is the effect which treatnent
has in preventing late and crippling manifestaticns, The administration
of adequate treatment in early syphilis is recognized as the most -
important facter in the prevention both of communicable relapse and of
the early complicatlcns g0 detvimental to the health of the individusl
ratient., As the result of surveys nade a few years ago in southern

rural areas, it was learned that a considerable portion of the infectad
Negro population remained untreated during the entire course of syphiiis
Such individusls secmed to offer an uausual opportunity fo study tha
untreated syphilitic patient from the beginning of the disease to the
death of the infected person. An opportunity was also coffered to compare
the syphilitic process uainfluenced by modern trea tment, with the results
obtained when treatment has been given,

~Annual Repnrt of the Surgeon General of the Public Health Service of the

United States 1933-1932:

The demonstrations inau
of syphilis in the
in 1929-1930 have

gurated to show the pi SCth”bllltj of man's treatment
on an extensive scale in six bCJ{h@Tl statas
addition to demonstrating the

prevaience of ural couth, these projects
indicated the : 3 man's prﬁ nt: of hls-poleation group
and furnished informgtion on the nesded financial cutlay.

Annual Report of the Surgeon General of the Public Health Service of the
United States 1932-1933: y '

A project was started to study the late effects of untreated syphilis in
syphilitic individuals of

the Negro for comparison with treated groups of
far south, with a large Negro
population and with rather inadequate facilities in the outlying *stricts
for the treatment of syphilis, was selected so that the OYPatPSt nunthaer
Lol
of cases of untreated syphilis might be uncovered with a minimum of effor*
and expenditure.

A preliminary check-up indicates that syphilis of the cardiovascular system
is extvemely cormon in this racial group and shows that any comprehensive
method for the control of heart disease among Negroes must give thorough
consideration to the influence of gyphilis. Syphilis of the skin and
osseous system was also fairly common in the group studied, and involvement
of the CES was not infrequent, but was usually of a muscular type.

The treatment of syphilis under ideal conditions is of the utmost value
in the control of this insidious disease; but, unfortunately, owing to
variocus social and economic influences the ideal method of ther apy
is seldom p@Sblble of attainment, and the vast majority of infected
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people receive treatment which is generally regarded as inadequate or
no treatment at all. Tt is highly desirable, therefore, to ascertain,
if poseible, the relative benefits acerued from adequate and from
inadequate treatment.

Annual Report cof the Surgeon Gencral of the Public Health Service of the
United States 1935-~1936:

Observations have been continued on a group of 400 mal Nagroes infecred
T

with syphilis and now in h¢ latent oy late stages of this digease.

z

Most of th ndividuals have never resceived modern treatment for thelr
1niectzon. CCJ?JIJBiu observations also have been continued on a group
of 200 male Negroes who, as far as it has been possible to determine,

are not infected with sypnilis...... Plans for the continuvation of this

study are uanderway. During the last 12 months, success has been obtained

in gaining permission for the performance of autopsies on 11/15

2:d. Pathologic ohbservations made after death are

gbsolutely essentizl for the confirmation of the original clinical and
L

individuals who di

fn

leboratory obsarvations. The nrasant study will not only make available
comparative inform1 ion regarding the course of treated and untreated
syphilis, but should also solve the problem of the effect of syphilis
on the developnment of such conditions as hypertension and artericsclerosis
and should make i1t possible to accumulate comparative mortality rates
for a group of untreated syphilitic Negroes and Negreces who are known

not to be sypi
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‘numbers fellowing each contribution refer to the five

SECTION 11:
Actual and Potential

Scilentific Contribut of the "Tuskegee Study"

Knowledge already gained or potentially able (o be gained from this
study may be categorized as coniributing to improvements in the fol-
lowing areas:

1. Care of the surviving participante,

2. Care of all persons with latent syphilis,

3. The operation of a national syphilis control program,
4, Understanding of the diszase of syphilis

5. Understanding of basic disease producing mechanisms.

An outline of specific contributions of the study is attached. The
categor ies men-
tioned above, and are ranked with the most important appiication first.

-The present status of each contribution is also piven, The categories

used are:

Already realized without further evaluation being advicable,

Already partially realized, but potentially expandable by further
evaluation; '

Net previously presented but potentially expandable by further
evaluation;

Probably not possible to obtain.

CGontrzhutions have been divided into three major groups:

Questions originally ?idregsed by the study, |
Questicons posed during the course of the study,

=1

Additional questions which could be posed.
I. Questions originally addressed by the study
A. . Determination of the natural history of untreated syphilis

1. Mortality rates of untreated syphilis as compared to con-
trol (4,3,2,1) '
Status: Already realized without fu;ther evaluation being
' advisable,

2. Mortality rates and characteristics of morbidity in untreated
syphilis as compared to control (4,3,2,1)
Status: Already partially realized, but potentially expand-
able by further evaluation
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3. Comparison of the risk of intervention {a variety of inter-
ventions that change over time) in latent syphilis and
the rigk of the natural course of the disease. The study
was not designed to make & study of intervention becatse
participants were not randomly assigned to intervention and
nen-intervention groups. However, information might be
gained by:

a@. Re-examination of the morbidity and mortality of the
participants as a function of the degree of adequacy
of treatment anong patients with syphilis of different
durations,

L. Comparison of more recent data on the course of syphilis

in the study participants. (2,1,3}4)

btatua: Alveady partially realized, but potentially ex~
pandable by further evaluation

B. Infectiousness of latent syphilis - although this question wa:
raised, at least
serclogical cor c¢linical examinations of sexual partuers. This
question might be answered by:

Status: Not previously presented, but potentially expandable
by further evaluation

C. Genetic factors in the natural history of syphilis, Attenmpts
to isolate the influence of race on the nratural history of
syphilis weuld require comparison with a non-black population.
Such a population with comparable environmental factors is not
available (4,5,2,1).

Status: Probably not possible to cbtain
Questions posed during the course of the study

A. Role of treatment of uncomplicated latent syphilis of duration
in the prevention of the complications of syphilis (2,1,4,5,3).

Status: Already partially realized, but potentially expandable
by further evaluation .

i
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3
informally, there is no recorded data of either



3.
i B. Role of treatment of existing syphilis complicaticns on the
course of these complications (2,1,4,5,3).
: Status: Already partially realized, but potentially expandable
by further evaluation
j C. Correlation of patient processes with the clinical examinaticn

L = -(3!134)

o |
g Status: Already partially realized, but potentially expandable
E by further evaluation
! D, Specificity and sensitivity of standard and developmental
= serologic tests for syphilis in a2 longitudinal study (3,4,2).
; Status: Already partially realized, but potentially expandable
3 by further evaluation
;

. E. Comparison of the environmental factors awong patients with syph=-

e ilis with a controel group (3,4,5).

E Status: Already realized without further evaluation being advisable
i ‘IIT. Additional guestions which could be posed :
: A. Host-Treponemal relationships
T ' 1. Determination of the host factors that lead to specific
: ' complications in some of the living patients and not in
3 . others
! a., FEndecrinology
: "b. Genetic
! ¢. Immunologic &

3 : ' ' 1. Cell-nmediated dimmunology
* 2, Humoral immunology

o 3. Phagocytic capacity of white cells

g 4. Response to toxinsg
1 5. Exposure to agents that alter immunclogic respon-~
3 siveness (4,5) . )

] |
2 Status: Not previously presented but potentially expandable

by further evaluation
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Persistence of treponemal forms or structures in treated and
untreated late latent syphilis ' i

I. Examination of multiple anatomical sites immediately after
death and of tissue (level end lymph node biopsies) and
body fluids {aqueocus humor and CSF) during life from pa-
tients asmong those treated, inadequately treated and con-
trol population, by one or more of the following techniques:

Darkfield microscopy

Fluorescent darkfield microscopy
Direct and indirect FA stains
Silver :ins

Histopathologic studies

Animal dnocculation

Electron microscopy {4,5)

.
e

.

b 0 JO o PR o B o1

~
-

Status: Bot previously presented but potentially expandable
by further evaluation
2, Relationship of the findings of III1.B.1. to sero-reactivity

(4,5).

Status: TNot previously presented bub potentially expendable by
furtber esvaluztion

Innenclogy of syphilis
1. Covered in 3.,A.1l.c.

Z. Specific resistance to treponematoses. Re“exposure to infec
tiocus syphilis could probably neither be documented retro-
spectively nor be expected in the future in patients of the

“age of the study participants {(4,5),

Status: Probably not possible to cbtain

3. Role of re-exposure to infectious syphilis in contributing
to the development of the complications in latent syphilis.
Probably this is unavailable for the same reason as 2 above.

(4,5)

Status: Prebably not possible to obtain
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Diagnostic methods - the serclozic re-evaluation has been
covered in an earlier section.

1. Twprovement of methods to detect treponecmes - already
covered In the section on pereistence of forms (4,5,3).
Status: Not previously presenred but potentially expandable by

further evaluation

2. Evaluation of diagnostic skin tests in latent syphilis

(2,4,5,2).

Status: Not previously presented but potentially expandable
by further evaluation
Therapy of eyphilis
1. Evaluation of modifications of currently *econmend d ther-
apies to cover the possibility of persistent treponemal
forms (possible 1-forms) in the prevention of either the
complications or their prozression

i s CeaE 4 - . P . D O, S .
Status: DNot previcusly presented but potentially expandable by

turtner evaluation

2, Determination of the risks of therapy in treated and inade-
quately treated Jatent syphilis as they re TBLL to a complete
clinical evalvation of the patient prior to therapy (1,2,4)

Status: Not previocusly presented but potentially expandable b
s 2 I P ¥ H ¥

further evaluation
3. Determination of the effectiveness of combined antimicrobial
and immuncsuppressant therzpy ian the treatment of late

latent syphilis (1,2,4).

Status: Net previously presented but potentially expandable by
further evaluation

& of the Jarisch-Herxheime

4. Definition of the pathogenes
reaction (4,2,1}

Status: Not previously presented but potentially expandable by
further evaluation ’
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Clinic investigation : :
Determination of clinical criteria for diagnosing complications
of syphilis. Correlation of these criteria with serclogic

reactivity and patient findings {(2,4,1).

Status: Already partially realized, but potentially expandable
by further evaluation '
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